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Albumin preparations wherein the effects of preventing the onset of hepatic encephalopathy and relieving the symptoms thereof 
shown by conventional amino acid preparations have been potentiated. These amino acid-containing albumin preparations contain from 0.01 
to 1 .0 w/v of albumin and from 5 to 10 w/v% of two or more amino acids including branched ones (the content of the branched amino acids 
amounting to 30 w/w% or more of the total amino acids) and have a Fischer ratio (branched amino acid/[phenylalanine + tyrosine (molar 
ratio)]) of20 or above. 
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^IpNT COOPERATION TREA|p 



PCT/J POO/00 II 



V 



PCT 



NOTIFICATION CONCERNING 
SUBMISSION OR TRANSMITTAL 
OF PRIORITY DOCUMENT 

(PCT Administrative Instructions, Section 41 1 ) 



From the INTERNATIONAL-BUREAU 



Date of mailing (day/mo nth/year) 
10 April 2000(10.04.00) 



To: 



NISSHO CORPORATION 

Shigeri, Higuchi 

Nissho Corporation 

Intellectual Property Division 

9-3, Honjo-nishi 3-chome 

Kita-ku, Osaka-shi, Osaka 531-8510 

JAPON 



Applicant's Or agent's file reference 
11201 



IMPORTANT NOTIFICATION 




International publication date (day/month/year) 
Not yet published 



International filing date (day/month/year) 

14 January 2000 (14.01.00) 



Priority date (day/nnonth/year) 

19 January 1999(19.01.99) 



Applicant 

NISSHO CORPORATION et al 



In'tSireurl^^^^^ letters ''NR.. appear in the right-hand column) by the 

indicated by an astensk ^^'earin', n^^^^^^^ Unless otherwise 

document concerned was submitted or transmitted to the^merStSrarr^au in o^ZT'^XS^ 

2. This updates and replaces any previously issued notification concerning submission or transr^ittal of priority documents. 

of the applicant is directed to S JzTm wh ch 'Ini'J ' ''''' ^^-^ion 

concerned before giving the applicant an ooDOrtuZ^^^^^^^^^^ ? designated Off.ce may disregard the priority claim 
within a time limit which is rea^oSe under ^^^^^^^^^ P^^^' ^^^^^ P^'ority document 

ISrelr^^^^^^^ Tr^iu^^t^:^^ -as not received by the International 

as provided by Rule 1 7,1 (a) or (b) resDeSv 1^ luXT.^ 1 '"^ ^'^"'^'^ International Bureau, 

provides that no designated 0 ^ e m^^^^^ he prior itv'^Lit^^^^^^ "^P**"""' ^'^^^^^ ' ' which 

upon entry into the national phase To furnLh thl nri^^^^^^ concerned before giving the applicant an opportunity, 

circumstances. ^ ' ° ""'""^ document within a time limit which is reasonable under the 



4. 



Priprity date Priority apnlir^^t.nn Mn , 

19 Janu 1999(19.01.99) 11/10628 



C ountry or regional nffj r^A 
or PCT re ceiving Off i^A 

JP 



Date of refifiint 
of orioritv ^nn^jmAnt 

31 Marc 2000 (31.03.00) 



The International Bureau of WlPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 



Facsimile No. (41>22 ) 740.14.35 
Form PCT/IB/304 (July 1998) 



Authorized officer 
Telephone No. (41-22) 338.83.38 



003218921 



flll 



ENT COOPERATION TRE 



From the INTERNATIONAL BUREAU 



WO 00/43035 
PCT/J POO/00 16 



PCT 

NOTICE INFORMING THE APPLICANT OF THE 
COMMUNICATION OF THE INTERNATIONAL 
APPLICATION TO THE DESIGNATED OFFICES 

(PCT Rule 47.1(c), first sentence) 



Date of mailing (day/month/year) 
27 July 2000 (27.07.00) 



To: 



NISSHO CORPORATION 

Shigeri, Higuchi 

Nissho Corporation 

Intellectual Property Division 

9-3, Honjo-nishi 3-chome 

Kita-ku, Osaka-shi, Osaka 531-8510 

JAPON 



Applicant's or agent's file reference 
11201 



IMPORTANT NOTICE 



International application No. 
PCT/J POO/00 162 



International filing date (day/month/year) 
14 January 2000 (14.01.00) 



Priority date (day/month/year) 

19 January 1999 (19.01.99) 



Applicant 



NISSHO CORPORATION et al 



tcatton 



of a, ,m.™i,or.l .Bpl,o.t,on I. r.qulr.d to b. (u.nlsh.d ly th. .fplic.m l"th"te%r»d OfSiw) 



no copy 



2. The following designated Offices have waived the requirement for such a 



EP 



communication at this time: 



»^-e Offices do not require tHe 

3. Enclosed with this Notice is a copy of the international application as published by the International Bureau on 
27 July 2000 (27.07.00) under No. WO 00/43035 

REMINDER REGARDING CHAPTER II (Article 31(2)(a) and Rule 54.2) 

date* rd'^rndTr'^rnaS^^ir^^^^^^^ 1st beti^° T.T '^^^^ ^'^^ P-^^^V 

Examining Authority before t^l eSXZTsTXl^^^ '"""P^*^"* International Preliminary 

It is the applicant's sole responsibility to monitor the IS-month time limit. 

REMINDER REGARDING ENTRY INTO THE NATIONAL PHASE (Article 22 or 39(1)) 



The International Bureau of WlPO 


Authorized officer 


34. chemin des Colombettes 


J. Zahra 


1211 Geneva 20, Swftzerland 


Facsimile No. (41-22) 740.14.35 
Form PCT/IB/308 (Julv IQQR^ 


Telephone No. (41-22) 338,83.38 



3419790 



PCT/JPOO/0016: 



P^,ENT COOPERATION TRE 



From the INTERNATIONAL BUREAU 



PCT 

INFORMATION CONCERNING ELECTED 
OFFICES NOTIFIED OF THEIR Fl Frxinw 

(PCT Rule 61.3) 


To: 

NISSHO CORPORATION 

Shigeri, Higuchi 

Nissho Corporation 

Intellectual Property Division 

9-3, Honjo-nishi 3-chonae 

Kita-ku, Osaka-Shi, Osaka 531-8510 

JAPON 


Date of mailing (day/month/year) 
27 July 2000 (27.07.00) 


Applicant's or agents file reference 
11201 


IMPORTANT INFORMATION 


International application No. 
PCT/JPOO/00162 


International filing date (day/nnonth/year) 

14 January 2000 (14.01 .00) 


Priority date (day/month/year) 

19 January 1999 (19.01.99) 


Applicant 

NISSHO CORPORATION et a! 


^' Off1ces&"^^^^^^ informed that the International Bureau has. according to Article 31 (7), notified each of the following 

EP :AT,BE,CH,CY,DE,DK,ES,FI,FR,GB,GRJEJT,LU,MaNUPT,SE 
National :JP,US 



^' b«thf'i'nt'I'!^^t?«l'ffl requirement for the notification of their election; the notification will be sent to them 

oy ine international Bureau only upon their request: 

None 



before each of fh»o«,n!^ i^f^H tT' "national phase ' before the expiration of 30 months from the priority date 

trtn«iat!nn «?Ih^1„9 ab?ve. This must be done by paying the national fee(s) and furnishing , if prescribed, a 

annexerof ?iriXn«^^^^^^ application (Article 39(1)(a)), as well as, where applicable, by furnishing a translation of any 
annexes of the international preliminary examination report (Art o e 36(31(h) and RuIa 74 H 



tDD\^CBhl^t^n^^l,^l^liH^^^^^ above-mentioned time limit. For detailed information about the 

of the PCT Applic2I!fs^^^^ performed upon entry into the national phase before a particular Office, see Volume II 

the%"uZTol'!bx:iZl"^^^^^^ '""^ States designated for 



The International Bureau of WlPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 



Facsimile No. (41>22) 740.14.35 



Authorized officer: 

J, Zahra 

Telephone No. (41-22) 338.83.38 



Form PCT/IB/332 (September 1997) 



3419790 



PCT/J POO/00 16: 

Fj^NT COOPERATION TRE/^ 



PCT 



NOTIFICATION OF RECEIPT OF 
RECORD COPY 

(PCT Rule 24.2(a)) 



From the INTERNATIONAL BUREAU 



To: 



NISSHO CORPORATION 

Shigeri, Higuchi 

Nissho Corporation 

Intellectual Property Division 

9-3, Honjo-nishi 3-chome 

Kita-ku, Osaka-shi, Osaka 531-8510 

JAPON 



Date of mailing (day/month/year) 

03 February 2000 (03.02.00) 


IMPORTANT NOTIFICATION 


Applicant's or agent's file reference 
11201 


International application No. 
PCT/JPOO/00162 



d^ailedSJ' ^^'^^^ "'^^'^'^'^ ^^^^ International Bureau has received the record copy of the international application as 
Name(s) of the applicant(s) and State(s) for which they are applicants: 

NISSHO CORPORATION (for all designated States except US) 

NAKAMURA, Yukio et al (for US) 
International filing date : 14 January 2000 (14.01 .00) 

Priority date(s) claimed 19 January 1999 (19.01.99) 

Date of receipt of the record copy 
by the International Bureau 

List of designated Offices 



28 January 2000 (28.01.00) 



EP :AT,BE,CHXY,DE,DK,ES,FI,FR,GB,GRJE,IT,LU,MC,NUPT,SE 
National :JP,US 



ATTENTION 

lid thT!ndTclttn^'[l?^^^^^^ Notification. In case of any discrepancy between these data 

and the indications in the international application, the applicant should immediately inform the International Bureau. 

In addition, the applicant's attention is drawn to the information contained in the Annex, relating to: 



X 



time limits for entry into the national phase 
confirmation of precautionary designations 
requirements regarding priority documents 



A copy of this Notification Is being sent to the receiving Office and to the International Searching Autho 



rity. 



The International Bureau of WlPO 
34, chemin des Colonnbettes 
121 1 Geneva 20, Switzerland 



Facsimile No. (41-22)740.14.35 



Authorized officer: 

Y. KUWAH^C^J>-;::> 

Telephone No. (41-22)338.83.38 



Form PCT/IB/301 (July 1998) 



003086963 



ANNEX TQgfiRM PCT/IB/301 



International application No. 

A PCT/JPOO/00162 



INFORMATION ON TIME LIMITS FOR ENTERING THE NATIONAL PHASE 

M J'^l^PP^'fl"^ reminded that the "national phase" must be entered before each of the designated Offices indicated in the 
"^tS:^^^^'' '''"'"''^ tr^ansra?i?nS: resonredVy^ 

whlcMhrTDoliTan!°eirr^^^^^^^ ^? "^''^ designated States 

nrST f PP''°3"3«'®cts m a demand for international preliminary examination or in a later election, 30 MONTHS from the 

eTc t d^ 0 ffLTh'aJe fi^ed ^ tT' ^'f °' ' ' ^^""^ date. Some designated (or 

eS?nsio?or^me or ar^^^^^ Tr i ' ""^'"^ """''^ ^° °' 2° ^^"^ P"°"ty date. In other Offices an 

extension of time or grace period, in some cases upon payment of an additional fee, is available. 

certa'rn Office°s" h i^thl?„Ti„"t''' ^'^l^.PP"^^"* '"^V ^ave to comply with other special requirements applicable in 
timely fSion ML^ri^^Tn »° ^hat the necessary steps to enter the national phase are taken in a 

pS. designated Offices do not issue reminders to applicants In connection with the entry Into the national 

OffiJ^^'h^?DS?cib?eTm« 1^^^^^^^ procedural acts to be performed to enter the national phase before each designated 
cSm^rs of Kum J H^^^h- A P''^^''"^ ^'rtens.ons of time or grace periods, and any other requirements, see the relevant 
or*1Cn1n»~ ^ "I of the PCT Applicant's Guide. Information about the requirements for filing a demand for international 
preliminary examinationis set out in Chapter IX of Volume I of the PCT Applicant's Guide. 

h» oiontf^" ^^i*®"*"^ Chapter II on 7 September 1996 and 6 September 1997, respectively, and may therefore 

the firna dl nfTZ-nt °' ''^^ °" O"" ^^^^ ^ September 1996 and 6 September 1997, respectively, regardless o1' 

the filing date ofthe international application. (See second paragraph above.) ea^ruiess oi 

thP rl^ht^n ^" ^PPj'''^."^ w*^" a national or resident of a PCT Contracting State which is bound by Chapter II has 

the right to file a demand for international preliminary examination. u uy v,napier ii nas 

CONFIRMATION OF PRECAUTIONARY DESIGNATIONS 

des\InlrZTarB!.^^^^^^^^ u^''^ """^^ ^•^<^> '""^ important to check that these 

Ru e 4 9 b) The apXaml^^^^^^^^ "'^ """^'"'^'^ ^"^^^^ precautionary designations have been made under 

be ore the exotatioi of 1^^^^^^ * '"J precautionary designations may be confirmed according to Rule 4.9(c) 

brth« InnitTn Th ^f„T^^^ from the priority date. If it is not confirmed, it will automatically be regarded as withdrawn 
tll^L^nn^M "^Ji"^ "° '"^ "° invitation. Confirmation of a designation consists ofthe fHing of a notice 

of SdesianatS^d clfil'^^ an indication ofthe kind of protection ortreatment desired nd?he payment 

Ofthe designation and confirmation fees. Confirmation must reach the receiving Office within the 15-month time limit 

REQUIREMENTS REGARDING PRIORITY DOCUMENTS 

For applicants who have not yet complied with the requirements regarding priority documents, the following Is recalled. 

ofth^«iH^l^1iL"°'''*y■°?" ««^'i«:."ational. regional or international application is claimed, the applicant must submit a ooov 
fwh ch w?i u i^sS^^^^ 'T'J- ^'^'■^'^ P^'''^'*^ docum'ent") toThe recei" g OfXe 

^e pHoHtv d^e D ovid Jri thlt !nv^^^ h ^ ^"'^'"i °' ^'^"'^ *° International Bureau, before the expiration of 1 6 months from 
nternTt ^nal Dub^r-t^L'l*^^^^^^^ '7 '""f ^T""^ document may still be submitted to the International Bureau before that date of 
bv the iZrnrnnli B f ernational application, in which case that document will be considered to have been received 

by the International Bureau on the last day of the 1 6-month time limit (Rule 1 7. 1 (a)). received 

docu^errtleSe rteZa OffL'« ''T'""^ ^^P"""* °* «'"'""'«i"9 ^he priority 

must^rr^'ade beS thT«3ti^!«^^^^^^ ^ip"''" l"**- ''^"^""''^^ P^'o^itV document to the International Bureau. Such request 

to Dr^n^/J!fHl^«n°°Tr'*'°"''®'?'^ submitted to the International Bureau or if the request to the receiving Office 
?m' SndlcaLd un^^^^^^^^^ '"k"°' '"t" corresponding fee. if any, pafd) wZ he appMcable 

desig Tted Of "e m^^^^^^^^^^ designated State may disregard the priority claim, provided that no 

docLent wlthin^S'irrl^ ITasl^a^bT ^^^"""^ ^ °PP°"-'»V to furnish the priority 
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PATENT COOPERATION TBl^krY 

PCT 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT 

(PCT Article 36 and Rule 70) 



Applicant's or agent's file reference 
11201 


FOD iriTuxuiTD Ai-Tii^M SeeNotificationofTransmittaloflntemational Preliminary 
FOR FURTHER ACTION R.p^^ (p^^ PCT/IPEA/416) 


International application No. 

PCT/JPOO/00162 


International filing date (day/month/year) 

14 January 2000(14.01.00) 


Priority date {day/month/year) 

19 January 1999(19.01.99) 


International Patent Classification (IPC) or national classification and IPC 
A61K 38/38, 9/08, A61P 1/16, 3/00, A23L 1/305 


Applicant 


NISSHO CORPORATION 





This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



This REPORT consists of a total of 



. sheets, including this cover sheet. 



"yA This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see 
Rule 70. 16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of 



10 



sheets. 



This report contains indications relating to the following items: 
Basis of the report 
Priority 

in Q Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Certain documents cited 
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Form PCT/IPEA/409 (cover sheet) (July 1998) 



^temational application No. 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT I PCT/JPOO/00 1 62 



I. Basis of the report 



1 . With regard to the elements of the international application:* 
I I the international application as originally filed 

the description: 

P^S^^ ^4,9- 18 ^ , as originally filed 

P^Ses ^ filed with the demand 

pages 2,2/1,3,5,636/1.7,7/1,8 , filed with the letter of 09 May 2000 (09.05.2000) 

the claims: 

P^g^^ 3,4,7 _^ , as originally filed 

P^S^^ , as amended (together with any statement under Article 1 9 

P^Ses U2,5,6 , filed with the demand 

P^S^^ ^ . , filed with the letter of 

I I the drawings: 

pages ^ as originally filed 

P^g^s ^ , filed with the demand 

P^^^^ . , filed with the letter of 

I I the sequence listing part of the description: 

^^^^^ , as originally filed 

nages 

. , filed with the demand 



With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is* 

□ 

the language of a translation furnished for the purposes of international search (under Rule 23 1(b)) 

□ the language of publication of the international application (under Rule 48.3(b)). 

the language of the translation furnished for the purposes of international preliminary examinafion (under Rule 55 2 and/ 
or 55.3). 

With regard to any nucleotide and/or amino acid sequence disclosed in the international applicafion, the international 
preliminary examination was carried out on the basis of the sequence listing- 

□ 

contained in the international applicafion in written form. 

□ filed together with the international applicafion in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence lisfing does not go beyond the disclosure in the 
intemafional applicafion as filed has been fiirnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 



been furnished. 



□ 



The amendments have resulted in the cancellation of: 
□ the description, pages 

□ 

the claims, Nos. 

□ 

the drawings, sheets/fig 



5. n ^^^^ report has been established as if (some of) the amendments had not been made, since they have been considered to go 
beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70 16 
and 70. 17). ' " 

' Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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V. Reasoned statement under Article 35(2) with regard to novel t>', inventive step or industrial applicability ; 
citations and explanations supporting such statement 



1 . Statement 

Novelty (N) 

Inventive step (IS) 
Industrial applicability (lA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



1-7 



1-7 



1-7 



YES 
NO 
YES 
NO 

YES 
NO 



Citations and explanations 

(Documents cited in the international search report) 
Document 1: WO, 88/01861, Al (Baxter Travenol 

Laboratories, Inc.), 24 March 1988 (24,03.88) 
Document 2: JP, 5-15339, A (Terumo Corp.), 26 January 

1993 (26,01.93) 
Document 3: JP, 62-224259, A (Sanwa Kagaku Kenkyusho Co., 

Ltd.), 2 October 1987 (02.10.87) 
Document 4: GB, 2113524, A (Ajinomoto Co., Ltd.), 10 

August 1983 (10.08.83) 
Document 5: JP, 10-257867, A (Nisshin Oil Mills, Ltd.), 

29 September 1998 (29,09,98) 



(Explanation) 

Document 1 discloses a composition which contains 
1 act albumin and is adjusted to have a high content of 
branched-chain amino acids . 

Documents 3 and 5 disclose preparations containing 
albumin from milk, such as lactalbumin, used for treating 
hepatic disorders and associated hypoalbuminaemia . These 
preparations contain added amino acids and are adjusted to 
a high Fischer ratio in order to prevent hepatic 
encephalopathy. 

Document 2 discloses nutrient preparations which 
include protein into which branched-chain amino acids have 
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been introduced, for liver disease patients. 

Document 4 discloses amino acid compositions with a 
high Fischer ratio, with increased contents of branched- 
chain amino acids . 

Documents 1-5 do not specifically mention serum 
albumin. Therefore, the inventions of Claims 1-7 are 
novel . 

The compositions described in Documents 2-4 supply 
amino acids to correct an amino acid imbalance in patients 
with liver disease such as hepatic encephalopathy or 
hepatic insufficiency. When amino acids are being used 
almost exclusively as an energy source, supplying 
branched-chain amino acids, which are not readily 
metabolized in the liver, helps to maintain a balance in 
amino acid metabolism and promote recovery from the 
aforementioned hepatic problems (see, e.g.. Document 2, 
paragraphs [0002] - [0003] ) . 

In this respect, the invention of the present 
application and the inventions disclosed in Documents 2-4 
address a common problem. 

Document 3 indicates that albumin can also be added 
to such compositions. Document 3 does not specifically 
indicate that the use of serum albumin is to be avoided, 
and serum albumin is readily available to a person skilled 
in the art; therefore, the selection of serum albumin 
would be obvious to a person skilled in the art. 

Practical adjustment of the Fischer ratio by adding 
amino acids would also be obvious to a person skilled in 
the art from reference to Document 4 or Document 5. 

Moreover, neither the description of the invention 
nor the written reply presents data demonstrating that the 
use of serum albumin is particularly superior to the use 
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of other albumins, so there is no evidence that the 
invention of the present application has a surprising 
advantageous effect . 

Therefore, the invention described in Claims 1-7 
does not involve an inventive step. 

Although, as discussed above, preparations simply 
containing serum albumin and amino acids cannot in general 
be considered to involve an inventive step, as stated by 
the applicant in the written reply, if it assumed that the 
inventions disclosed in Documents 2-4 are intended for 
oral administration then they do differ from preparations 
for intravenous administration given as an example in the 
present application. Moreover, the description indicates 
that when administered intravenously the therapeutic 
effect on hepatic encephalopathy of preparations described 
in the present application is much stronger than with oral 
administration because the added serum albumin does not 
undergo digestion (Table 4-7) . 

Therefore, there are grounds for recognizing an 
inventive step specifically for intravenous 
administration • 



The invention described in Claims 1-7 is 
industrially applicable. 
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